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Dear Sir: 

As required under § 41 .37(a), this brief is filed in furtherance of the Notice of Appeal 
filed in this case on August 25, 2008, and the Notice of Panel Decision &om Pre-Appeal Brief 
Review maUed on October 20, 2008 (setting a new and extendable one-month date for 
submission of AppeUants' Brief on Appeal). This Appeal Brief is timely filed on Monday, 
December 22, 2008 with a petition for one month extension of time. The original due date was 
Saturday, December 20, 2008. Monday, December 22, 2008 is the next succeeding day the U.S. 
Patent and Trademark Office is open for business. 

The fees required under § 41.20(b)(2) are dealt with in the accompanying 
TRANSMITTAL OF APPEAL BRIEF- 

This brief contains items under the foUowmg headmgs as required by 37 C.F.R. § 41 .37 

andM.P.E.P, § 1205.2: 

I_ Real Party In Interest 

n Related Appeals and Interferences 

UL Status of Claims 
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V. Summary of Claimed Subject Matter 

VT Grounds of Rejection to be Reviewed on Appeal 

Vn. Argument CENTHAL FAX CENTER 

Vni. Claims DEC 2 2 2008 

Appendix A Claims 
Appendix B Evidence 
Appendix C Related Proceedings 

I. TtBAL PARTV IN imiEREST 

me real party in interest for this appeal is Forschungszentrum Mich GmbH. AppUcation 
Serial No. 09/914,006 was assigned to Forschungszentrum JilHch GmbH on November 14, 2001, 
and the assignment was recorded with the U.S. Patent and Trademark Office on September 25, 
2002 at Reel 013320 and Frame No. 0225. 

n. RELATED APPFALS AND UNTERTEBENCES 

The undersigned is not aware of any related appeals or interferences involving this 
^plication. 

ni. STATUS OF CLAIMS 

A. Total Number of Claims in Application 

There are 23 claims pending in ^plication. 

B. Current Status of Claims 

1. Claims canceled: 1-13, 19, 27-28, 38 and 39 

2. Claims witiidrawn from consideration but not canceled: none 

3. Claims pending: 14-18, 20-26, 29-37 and 40-41 

4. Claims allowed: none 

5. Claims rejected: 14-18, 20-26, 29-37 and 40-41 

C. Claims On Appeal 

The claims on appeal are claims 14-1 8. 20-26, 29-37 and 40-41, which are attached in 
Appendix A, 
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IV. STATUS OF A1VTRNPMEISTS 

On June 25, 2008. Applicants filed a response to the Office Action mailed March 25, 
2008. The Response did not contain any amendments to the applicadoE. In an Advisory Action 
dated August 7, 2008, the Examiner indicated that the Response did not place the application 
into condition for allowance. 

V. STTMMARY QV TT .AIMED S TTW.nr.rT MATTER 

The claims of the present application are directed to transformed microorganisms and 
methods of ptoduoing the amino add L-valine. The application has three independent claims, 
claims 14, 18 and 30. The subject matter oflhese claims and the support therefor is provided 

below; 

14. A microorganism transformed with a nucleotide sequence encoding dihydtoxy acid 
dehydratase (ilvD) [see the specffication at page 8. lines 3-4 and 9-10], nucleotide sequences 
encoding acetohydroxy acid synthase and isomeroreductase (ilvBNC) or both UvD and ilvBNC 
[see the specification at page 8, lines 9-211, in which microorganism the activity of one or more 
enzymes that are specifically involved in the synthesis of D-pantoihenate is reduced or 
eliminated [see specification at page 9, lines 4-13], 

wherein said one or more enzymes are selected fiom the group consisting of ketopantoaie 
hydroxymethyl transferase (panB), pantothenate Ugase (panC), ketopantoic acid reductase 
(panE) and aspartate decarboxylase (panD) [see the specification at page 9, lines 23-27] and 
said activity of said one or more enzymes is reduced or eliminated as a result of deletion of all or 
apart of the nucleotide sequence encoding said enzyme in said microorganism [see specification 
at page 9, lines 23-27] and 

wherein said microorganism is a Corynebacterium species [see specification at page 6, 
lines 11-211 and said nucleotide sequence encoding ilvD comprises the portion of SEQ ID NO: 1 
encoding ilvD [see specification at page 8, lines 3-4 and SEQ ID NO: 11. 

1 8. A method for the production of L-valine comprising the step of culturing a . 
microorganism transformed with a nucleotide sequence encoding dihydroxy acid dehydratase 
(ilvD) [sec specification at page 8, lines 3-4 and 9-10] and nucleotide sequences encoding 
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acetobydroxy acid synthase and isomeroreductase (ilvBNC) [see specification at page 8, lines 
9-2X1, under conditions wherein said microorganism produces L-valine, wherein said 
microorganism is a Corynebacterium species (see specification at page 6, lines 11-21] and said 
nucleotide sequence encoding ilvD comprises the portion of SEQ ff) NO; 1 encoding ilvD [see 
specification at page 8, lines 3-4 and SEQ ID NO: 1]. 

30. A method for the production of L-vaUne comprising the step of culturing a 
microorganism in which the activity of dihydroxy acid dehydratase (ilvD) is mcreased by 
increased expression of the ilvD nucleotide sequence encoding ilvD [see specification at page 4, 
lines 27-29, page 5» lines 3-8 and 20], under conditions wherein said microorganism produces 
L-valine. wherein said microorganism is a Corynebacterium species (see specification at page 
6, lines 11-21] and said nucleotide sequence encoding UvD comprises the portion of SEQ ID 
NO: 1 encoding ilvD [see specification at page 8, lines 3-4 and SEQ ID NO: 1). 

VI. nWOTJNDS OF RF.TECTION TO BE REVIK WED ON APPEAL 

Is the Examiner's rejection of claims 14-18, 20-26, 29-37, 40, and 41 on the ground of 
nonstanitory obviousness-type double patenting in view of claims 1-25 of US. Patent 6,177,264 
correct? 

Vn. ARGUMENT 

Claims 14-18. ?-n-26- 29-37. 40 and 41 are patentablv distinct from claims 1-25 of U.S., 
Patent 6.177,264 

At page 2 of the Office Action maUed March 25, 2008, the Examiner mamtamed the 
rejection of claims 14-18,20-26, 29-37, 40, and41 on the ground of nonstatutory obviousness- 
type double patenting over claims 1-25 of U.S. patent No. 6,177,264 (the '264 patent). Th& 
Examiner alleged that, although the instant claims and the patented claims are not identical, they 
are not patentably distinct from the claims of the '264 patent because the claimed teansformed 
microorganism and claimed methods for production of L-valine of the present application are 
obvious variations over the patent claims to the isolated polynucleotides from Corynebacterium 
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encodmg panB, panC, and UvBNCD and methods using microorganisms comprising such 
polynucleotides. 

In his remarks, the Examiner aUeged that Examples 1-8 of the '264 patent provide 
support for the patent claims and disclose cloning and expression of panB, panC, ilvBN, ilvC and 
UvD genes, construction of inactivated panC and ilvA mutations, and culturing of 
Corynebacterium strains having these mutations. The Examber referred to column 7, line 5 to 
column 14, Une 26 of the '264 patent, which corresponds to Examples 1-8. The Examiner also 
pointed out that SEQ ID NO: 1 of the present application and SEQ ID NO: 4 of the '264 patent 
show 100 % sequence identity. Hie Examiner cited In re Voseh 164 USPQ 619 (CCPA 1970) to 
justify the use of the specification to determine whether a claim in the instant appUcation defines 
an obvious variation of an mvention claimed in the '264 patent Hie Examiner concluded that 
the disclosures of the '264 patent support claims 1-25 for the isolated polynucleotides from 
Corynebacterium encoding panB. panC, ilvD and ilvBNCD, and could therefore be used to reject 
claims 14-18, 20-26, 29-37, 40 and41. 

In determining whether a nonstatutory basis exists for a double patenting rejection, the 
claims of the appUcation and the claims of the patent are compared to determine whether the 
claims of the application are merely an obvious variation of an mvention claimed m the patent. 
Moreover, when considering whether the invention defined in a claim of an application would 
have been an obvious variation of tiie invention defmed in the claim of a patent, the disclosure of 
the patent may not be used as prior art General Foods Corp. v. Studiengesellschaft Kohle 
GmbH, 972 F.2d 1272, 1279, 23 USPQ2d 1839, 1846 (Fed. Cu:. 1992). According to In re 
Vogel, the prohibition on using the disclosure of the patent as prior art does not mean it may not 
be used at all. In certain circumstances it may used as a dictionary to learn the meaning of terms 
in a claim. It may also be used as required to answer the question of what is or is not an obvious 
variation of a claim. On this point In re Vogel states: 

We recognize that it is most difficult, if not meaningless, to try to say 
what is or is not an obvious variation of a claim. A claim is a group of 
words defining only the boundary of tiie patent monopoly. It may not 
describe any physical thing and mdeed may encompass physical tilings 
not yet dreamed of How can it be obvious or not obvious to modify a 
legal boundary? The disclosure, however, sets forth at least one tangible 
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embodiment within the claim, and it is less difficult and more 
meaningful to judge whether that thing has been modified m an obvious 
manner. It must be noted that this use of the disclosure is not in 
contravention of the cases forbidding its use as prior art, nor is it 
applying the patent as a reference under 35 U.S.C. 103, since only the 
disclosure of the invention claimed in the patent may be exammed, Id. , 
at 622. 

In re Vogel allows the comparison of a t«nmhle embodiment of the claimed invention 
disclosed in the patent to be compared to the claims of the application to judge whelher the thing 
has been modified in an obvious manner. In re Vogel does not sanction the wholesale use of the 
disclosure of the patent under the guise that it pertains to the claimed invention. Such an 
interpretation would render meaningless the prohibition on using the disclosure of the patent as 
prior art in determining double patentmg, as most of the disclosure in a patent pertains to the 
claimed invention in some manner. 

Claims 14-17 and 41 of the present application are directed to a microorganism 
transformed with a nucleotide sequence encoding dihydroxy acid dehydratase (ilvD), nucleotide 
sequences encoding acetohydroxy acid synthase and isomeroreductase (ilvBNC) or both ilvD 
and ilvBNC, in which microorganism the activity of one or more enzymes that are specifically 
involved in the synthesis of D-pantothenate is reduced or eliminated, wherein the one or more 
enzymes are selected from the group consisting of ketopantoate hydroxymethyl transferase 
(panB), pantothenate Ugase (panC), ketopantoic acid reductase (panE) and aspartate 
decarboxylase (panD), and the activity of the one or more en2ymes is reduced or eliminated as a 
result of deletion of all or a part of the nucleotide sequence encoding the enzyme in the 
microorganism, and wherein the microorganism is a Corynebacterium species and the nucleotide 
sequence encoding ilvD comprises the portion of SEQ ID NO; 1 encoding UvD. 

Claim 1 8, and dependent claims 20-26, and 29 are directed to methods for the production 
of L-valine comprising the step of culturing a microorganism transformed with .a nucleotide 
sequence encoding dihydroxy acid dehydratase (UvD) and nucleotide sequences encoding 
acetohydroxy acid synthase and isomeroreductase (UvBNC), mider conditions wherein the 
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microorganism produces L-valine. whereiii the microorganism is a Corynebacterium species and 
the nucleotide sequence encoding UvD comprises the portion of SEQ ID NO: 1 encoding UvD. 

Claim 30 and dependent claims 31-37 and 40 are directed to methods for the production 
of L-valine comprising the step of culturing a microorganism in which the activity of dihydroxy 
acid dehydratase (UvD) is increased by increased expression of the ilvD nucleotide sequence 
encoding ilvD, under conditions wherein said microorganism produces L-valine, wherein the 
microorganism is a Corynebacterium species and the nucleotide sequence encoding ilvD 
comprises the portion of SEQ ID NO: 1 encoding ilvD. 

In contrast to the claims of the mstant application, the claims of the '264 patent are 
directed to polynucleotide sequences encoding pan B or panC, vectors and micioorganisms. 
containing ihe nucleotide sequences, and methods for producmg pantothenic acid. 

Claims 1-1 1 of the '264 patent are directed to isolated polynucleotides from 
Corynebacterium encoding the panB gene product or panC gene product, or both, vectors 
comprising the polynucleotides, and microorganisms comprising the vectors. There appears to 
be an error in claim 1 relating to the sequence identifiers for ketopantoate hydroxymethyl- 
transferase (panB) and pantothenate synthase (panC). Example 1, at column 7, lines 59-66 
indicates that the nucleotide sequences encoding panB and panC are found in SEQ ID NO: 1. 
SEQ ID NO: 1 contains an open reading jframe 813 base pairs in length, identified as panB, 
which codes for a polypeptide of 271 ammo acids and is set out in SEQ ID NO: 2. The second 
open reading frame in SEQ ID NO: 1, identified as panC, comprises 837 base pairs, and codes 
for a polypeptide of 279 amino acids, which is described as SEQ ID NO: 3. SEQ ID NO: 4 
refers to the nucleotide sequence of dihydroxy acid dehydratase (ilvD), as indicated at column 9, 
lines 63-64 of the '264 patent. 

Claim 9 is directed to the vector of claim 7 that is the shuttle vector pECM3ilvBNCD, 
shown in figure 3. Claim 7 is tum directed to a vector comprising the isolated polynucleotide of 
claim 6. Claim 6 is directed to an isolated polynucleotide that encodes panB or panC. 
Applicants construed claim 9 to mean the vector pECM3ilvBNCD containing a polynucleotide 
sequence encoding panB or panC, as this construction gives meaning to aU limitations of the 
claim. 
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Claims 12-20, 24 and 25 (in part) of the '264 patent are directed to methods for 
producing pantothenic acid. Independent claim 12 requires the steps of transformmg a vector 
comprising a panB gene and a panC gene into a microorganism, growing the recombinant 
microorganism under conditions suitable for production of pantothenic acid in an appropriate 
culture medium and recovering pantothenic acid from the culture medium. Claims 13-20. 24 and 
25 (in part) depend from claim 12. 

Claims 21-23 of the '264 patent are also directed to methods of producing pantothenic 
acid. Claims 21 and 22 require inserting a expression cassettes upstream from the panB and 
pane genes, or pan B, panC and UvD genes, respectively, in Corynebacterium. Claim 23 
requires the step of increasing the stabiUty of the mRNA which is translated from the panB and 
pane genes and/or the step of preventing the degradation of the panB and panC gene products. 

The Examiner correcUy found that the claims of the '264 patent are not identical to the 
appealed claims. However, mstead of determming whether the claims of the present apphcation 
are obvious variations of the claims of the '264 patent, the Examiner erred by then comparing the 
appealed claims with the disclosures of the '264 patent. Tlie Examiner justified the comparison 
under the guise that Examples 1-8 support the claims and, in accordance with In re Vogel, can be 
used to determine whether the appealed claims are an obvious variation of the claims in the '264 
patent. 

In re Vogel sanctions the use of the disclosures of a patent to determine what is an 
obvious variation of a claim; the disclosure that can be used is a tangible embodiment of the 
invention within the claim. Several examples m the '264 patent disclose embodiments of the 
invention, but others do not. Example 1 , to the extent represented by the actual sequences of 
SEQ ID NO; 2 and SEQ ID NO: 3 shown in the Sequence Listing, appears to disclose an 
embodiment of claims 1-8 and 10. Example 4 discloses Corynebacterium strains ATCC13032/ 
pEKEx2panBC and ATCC13032AilvA/pEKEx2panBC lhat appear to be embodiments of claims 
10 and II. 

Examples 7 and 8 in conjunction with Example 4 arguably appear to disclose 
embodiments of claim 12, except that the step of recovering the pantothenate from the culture 
medium is not explicitly disclosed. Example 7 in conjunction with Example 4 discloses 
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preparation of the transformed C. glutamicim strains ATCC13032/ pEKExZpanBC and 
ATCC13032MvA/pEKEx2panBC, and culturing of the cells in medium to produce 
pantothenate. Example 8 in conjunction with Example 4 discloses the preparation of the 
transformed C. glutamicum strain ATCCl3032AilvA/ pECM3ilvBNCD pEKEx2panBC, and 
culturing of the cells in medium with added p-alanine to produce pantothenate. 

Examples 2. 3, 5 and 6, relating to cloning and sequencing of the ilvD gene, construction 
of an ilvA deletion mutant from C. glutamicum, construction of a panC mutant of C glutamicum 
and use for quantitative determination of D-pantothenate, do not appear to disclose any 
embodhnents of the inventions claimed in claims 1-25. 

The portion of Examples 1-8 that can be used in the double patenttog analysis is thus 
limited to the aforementioned disclosures in Examples 1 and 4 of specific embodiments falling 
within the scope of the claims of the '264 patent, and, possibly Examples 7 and 8. Although the 
examples of the '264 patent disclose materials such as the ilvD, ilvBN, and ilvC genes, an ilvA 
deletion mutant of C glutamicum and an mactivated panC mutant of C glutamicum, they are not 
claimed nor do they represent tangible embodiments of the claimed invention. The remaining 
portions of Examples 1 , 4, 7 and 8, and Examples 2, 3. 5 and 6 therefore cannot be used in the 
double patenting analysis because to do so would be impermissibly using them as prior art 
against the present claims. 

There is no way the Exammer could have found the claimed invention to be an obvious 
variation of the claims of the '264 patent except by impermissibly treating the '264 patent as 
though it were prior art. In effect, what the Examiner did was to use disclosures of unclaimed 
materials and microorganisms in the examples of the '264 patent to reject the microorganisms 
and methods of claims 14-18, 20-26, 29-37, 40 and 41 as merely obvious variations of the claims 
ofthe '264 patent. 

When the correct standard is applied, it is readUy ^parent that the appealed claims are 
not obvious variants of claims 1-25 of the '264 patent. 

The microorganisms of claims 14-17 and 41 are not obvious variations ofthe 
microorganisms of claims 10 and 11 ofthe '264 patent. The microorganisms of claims 14-17 
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and 41 of the present appUcation do not comprise a vector comprising a polynucleotide encoding 
pa»B or pane. Tliere is no component or structure of tlie microorganisms of claims 14-17 and 
41 that could possibly be considered a vector comprising a polynucleotide encoding panB or 
pane. Thus, claims 14-17 and 41 of the present invention are not obvious variations of claims 
10 and 11 of the '264 patent. (JixQ transformed microorganisms used in the methods of claims 
12-20. 24 and 25 of the '264 patent also require transformation with a vector comprising a 
nucleotide sequence encoding panB and panC) 

Claims 1 8, 20-26, 29-37 and 40 of the present application are dnected to methods of 
producing L-valine. Claims 12-25 of the '264 patent, however, are directed to methods for 
producmg pantothenate, . HifFpr^^nt substance. Pantothenate and L-valine have very different 
structures, and methods of preparing one could not in any way be considered the equivalent or 
suggestive of the other. None of the steps of appealed claims 18. 20-26, 29-37 and 40 are 
obvious variations of the steps of clahns 12-25 of the '264 patent The meliiods of claim 12 of 
the '264 patent, and claims 13-20, 24 and 25 (in part) which depend from claim 12, require 
transforming a vector into a microorganism to produce a recombinant microorganism, wherein 
the vector comprises the panB gene and a panC gene. The methods of claims 18, 20-26. 29-37 
and 40 of Ihe present appUcation do not contain a step of transforming a vector comprising a 
panB gene and apanC gene into a microorganism to produce a recombinant microorganism, or a 
variation of such a step. 

Step b) of claim 12 of the '264 patent requires growmg of the recombinant 
microorganism under conditions suitable for the production of pantothenic acid. Claimsl8.20- 

26, 29-37 and 40 of the present appUcation do not contain this step or a variation of tiie step. In 
the metiiods of claims 18, 20-26, 29-37 and 40 of the present application, tiie microorganism 
recited in tiie claim is cultured under conditions wherein tiie microorganism produces L-valine. 

The metiiods of claims 12-25 of tiie '264 patent require tiie step of recovering pantothenic 
acid &om tiie cultiire medium. A step of recovering pantothenic acid, or variation of tiiis step is 
notfoundintiiemetiiodsofclaims 18, 20-26, 29-37 and 40 of tiie present appUcation. Witii 
regard to claims 21-23 of tiie '264 patent, tiie methods of claims 18, 20^26, 29-37 and 40 of tiie 
present application do not require any of tiie recited steps, or a variation of tiie steps. 
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When claims 14-18, 20-26, 29-37, 40, and 41 of the present application are compared 
with the claims of the '264 patent, it is clear that claims 14-18, 20-26, 29-37. 40, and 41 are not 
identical to or obvious variations of claims 1-25 of the '264 patent Claims 14-18, 20-26. 29-37. 
40, and 41 are patentably distinct from claims 1-25 of the '264 patent. 

In view of the above remarks, it is respectfiilly submitted that the Examiner erred in the 
rejection of claims 14-18, 20-26, 29-37, 40, and 41 on the ground of nonstatutory obviousness- 
type double patenting. Accordingly, it is respectfully requested that the Board reverse the 
Examiner' s rej ection and allov? the rejected claims. 

Vm. CLAIMS 

A copy of the claims involved in the present appeal is attached hereto as Appendix A. 

The Director is hereby authorized to charge any deficiency in die fees filed, asserted to be 
filed or which should have been filed herewith (or with any paper hereafter filed in this 
appUcation by this firm) to our Deposit Account No. 03^2775, under Order No. 05899-0001 3- 
US. 

Dated: "^Wju-miwA^ O.^^ t^o^ Respectfully submitted, 

Liza D. Hohenschutz 

Registration No.: 33,712 
CONNOLLY BOVB LODGE & HUTZ LLP 
1007 North Orange Street 
P. O. Box 2207 

WUmington, Delaware 19899-2207 
(302) 658-9141 
(302) 658-5614 (Fax) 
Attorney for Applicant 
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APPENDIX A 

Claims Involved in the Appeal of AppUcation Serial No. 09/914,006 

14. A microorganism transfoimed with a nucleotide sequence encoding dihydroxy acid 
dehydratase (ilvD), nucleotide sequences encoding acetohydroxy acid synthase and 
isomeroreductase (ilvBNC) or both ilvD and ilvBNC, in which microorganism the activity of one 
or more enzymes that are specificaUy involved in the synthesis of D-pantothenate is reduced or 
elunmated, 

wherein said one or more enzymes are selected from the group consisting of ketopantoate 
hydroxymethyl transferase (panB). pantothenate ligase (panC), ketopantoic acid reductase 
(panE) and aspartate decarboxylase (panD) and said activity of said one or more enzymes is 
reduced or eliminated as a result of deletion of all or a part of the nucleotide sequence encoding 
said enzyme in said microorganism and 

wherein said microorganism is a Corynehacterium species and said nucleotide sequence 
encoding UvD comprises the portion of SEQ ID NO: 1 encoding ilvD. 

15. The transformed micioorgamsm according to Claim 14 in which the activity of the 
enzyme ketopantoate hydroxymethyl transferase (panB), the enzyme pantothenate ligase (panC) 
or both panB and panC is reduced or eliminated as a result of deletion of all or a part of the 
nucleotide sequence encodmg said enzyme in said microorganism. 

16. The transformed microorganism according to Claim 14 in which the activity of the 
enzyme threonine dehydratase (ilvA) is reduced or eliminated as a result of deletion of aU or a 
part of the nucleotide sequence encoding said ilvA in said microorganism. 

17. The transformed microorganism according to Claim 14 wherein said microorganism 
is Corynehacterium glutamicum. 

18. A method for the production of L-valine comprising the step of cultufing a 

microorganism transformed with a nucleotide sequence encoding dihydroxy acid dehydratase 
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(ilvD) and nucleotide sequences encoding acetohydroxy acid synthase and isomeroreductase 
(ilvBNC), under conditions wherein said microorganism produces L-valine, wherein said 
microorganism is a Corynebacterium species and said nucleotide sequence encoding ilvD 
comprises the portion of SEQ ID NO: 1 encoding ilvD. 

20. The method of claim 18 wherein the activity of threonine dehydratase (UvA) in said 
microorganism is reduced or eliminated as a result of deletion of all or a part of the nucleotide 
sequence encoding said ilvA in said microorganism. 

2 1 . The method of claim 1 8 wherein the activity of at least one enzyme in said 
microorganism selected from the group consisting of ketopantoate hydroxymethyl transferase 
(panB), pantothenate ligase (panC), ketopantoic acid reductase (panE) and aspartate 
decarboxylase (panD) is reduced or eliminated as a result of deletion of all or a part of the 
nucleotide sequence encoding said enzyme in said microorganism. 

22. The method of claim 21 wherein said at least one enzyme is panB of panC. 

23. The method of claim 22 wherein said at least one enzyme is panB and panC. 

24. The method of claim 20 wherein the activity of at least one enzyme in said 
microorganism selected ftom the group consisting of ketopantoate hydroxymethyl transferase 
(panB), pantothenate ligase (panC), ketopantoic acid reductase (panE) and aspartate 
decarboxylase (panD) is reduced or eliminated as a result of deletion of all or a part of the 
nucleotide sequence encoding said enzyme in said microorganism. 

25. The method of claim 24 wherein said at least one enzyme is panB or panC. 

26. The method of claim 25 wherein said at least one enzyme is panB and panC. 
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29. The method of claim 18 wherein said Corynebacterium species is Corynebacterivm 
glutamicum. 

30. A mediod for the production of L-valine comprising the step of culturing a 
microorganism in which the activity of dihydroxy acid dehydratase (UvD) is increased by 
increased expression of the UvD nucleotide sequence encoding UvD, under conditions wherein 
said microorganism produces L-valine, wherein said microorganism is a Corynebacterium 
species and said nucleotide sequence encoding ilvD comprises the portion of SEQ ID NO: 1 
encoding ilvD. 

31. The method of claim 30 wherein the acetohydroxy acid synthase and 
isomeroreductase (ilvBNC) activity of said microorganism is increased as a result of mutation of 
the endogenous gene encoding said ilvBN or UvC or both, 

32. The method of claim 30 wherein said microorganism is transformed with a 
nucleotide sequence encoding acetohydroxy acid synthase and isomeroreductase (UvBNC). 

33. The meHiod of claim 30 wherein the activity of threonine dehydratase (ilvA) in said 
microorganism is reduced or eliminated as a result of deletion of aU or a part of the nucleotide 
sequence encoding said ilvA in said microorganism. 

34. The meliiod of claim 3 1 wherein the activity of threonine dehydratase (ilvA) in said 
microorganism is reduced or eliminated as a result of deletion of aU or a part of the nucleotide 
sequence encoding said ilvA in said microorganism. 

35. The method of claim 34 wherein the activity of at least one enzyme in said 
microorganism selected from the group consisting of ketopantoate hydroxymethyl transferase 
(panB), pantothenate ligase (panC), ketopantoic acid reductase (panE) and aspartate 
decarboxylase (panD) is reduced or eliminated as a result of deletion of aU or a part of the 
nucleotide sequence encoding said enzyme in said microorganism. 
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36. The method of claim 35 wherein said at least one enzyme is panB or panC. 

37. The method of claim 36 wherein said at least one enzyme is panB and panC. 

40. The method of claim 30 wherein said Corynebacterium species is Corynebacterium 
glutamicum. 

41 . The microorganism of claim 14, wherein said microorganism is transformed with a 
nucleotide sequence encoding UvD or nucleotide sequences encoding both ilvD and ilvBNC. 
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APPENDIX B 

No evidence pursuant to §§ 1.130, 1.131, or 1.132 or entered by or reUed upon by the 
( examiner is being submitted. 
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APPENDIX C 



No related proceedings are referenced in n. above, hence copies of decisions in related 
proceedings are not provided. 
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